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PAT-NO: JP359039828A 

DOCUMENT- IDENTIFIER: JP 59039828 A 

TITLE: PREPARATION OF ANTITUMOR ACTIVE SUBSTANCE 



PUBN-DATE: March 5, 1984 

INVENTOR-INFORMATION: 
NAME 

SUZUKI, FUJIO 
KATO, YUKIO 
KAI, YUJI 

TAKIGAWA, MASAHARU 
SHIIO, TAKESHI 



ASSIGNEE -INFORMATION: 

NAME COUNTRY 
AJINOMOTO CO INC N/A 



APPL-NO: JP57 149750 

AP PL- DATE : August 28, 1982 

INT-CL (IPC) : A61K 35/32 

ABSTRACT : 

PURPOSE: To obtain the titled substance useful as an antitumor agent with 
little side effects, by extracting an animal cartilage with an aqueous solvent, 
precipitating the resultant extract with a hydrophilic organic solvent, and 
separating a fraction of a molecular weight within a specific range having a 
collagenase inhibitory activity. 



CONSTITUTION: An animal cartilage, preferably a bovine fetal cartilage, is 
extracted with an aqueous solvent and then precipitated with a hydrophilic 
organic solvent, e*g. acetone, to separate a fraction having 20, OOO∼ 300, 000 
molecular weight and a collagence inhibitory activity by the separating method 
with a membrane and give the aimed antitumor active substance. The resultant 
antitumor active substance can be purified if desired by the conventional 
purifying means for proteins., e.g. dialytic method, freeze-dried and preserved. 
The resultant freeze-dried substance is a water-soluble light yellow powder 
having 6∼7pH in an aqueous solution thereof. The substance has little side 
effects because the substance is derived from the living body, and made from 
the animal cartilage available in large amounts as a starting material. 
Therefore, the practicability as a carcinostatic agent can be expected. 
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AN 1984:197777 CAPLUS 
DN 100:197777 

TI Preparation of an antitumor agent from cartilage 
PA Ajinomoto Co., Inc., Japan 
SO Jpn. Kokai Tokkyo Koho ? 4 pp. 

CODEN: JKXXAF 
DT Patent 
LA Japanese 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI JP 59039828 A2 19840305 JP 1982-149750 19820828 <-- 
AB ***Cartilage*** from animals is ***extd*** . with aq. solvents and 
the ***ext*** . treated with a hydrophilic ***org*** . 

***solvent*** to give a ppt, an antitumor substance with a mol. wt. of 
2-30 .times. 104. The substance shows collagenase inhibiting activity and 
is a protein contg. 45.29% C, 7.24% H and 14.74% N. The protein from 
bovine fetus cartilage inhibites the growth of sarcoma- 180 cells in female 
mice. 




DERWENT-ACC-NO: 1984-092354 
DERWENT-WEEK : 198415 

COPYRIGHT 1999 DERWENT INFORMATION LTD 



TITLE: Anti tumour component - prepd. by extracting animal cartilage with aq. 
solvent and precipitating extract with hydrophilic organic solvent 

PATENT-ASSIGNEE: AJINOMOTO KK [AJIN] 



PRIORITY-DATA: 1982 JP-0149750 (August 28, 1982} 



PATENT- FAMILY: 

PUB-NO PUB-DATE LANGUAGE PAGES MAIN-IPC 

JP 59039828 A March 5, 1984 N/A 004 N/A 



APPLICATION-DATA: 

PUB-NO APPL-DESCRIPTOR APPL-NO AP PL- DATE 

JP59039828A N/A 1982 JP-0149750 August 28, 1982 



INT-CL (IPC) : A61K 35/32 



ABSTRACTED- PUB-NO; JP59039828A 

BASIC-ABSTRACT: Component is produced by extracting animal cartilage with aq. 
solvent, and pptg. extract with hydrophilic organic solvent to separate out 
fraction of mol . wt. 20-300 thousands having collagenase-inhibiting action. 
Cartilage material is pref. foetus cartilage partic. cattle foetus cartilage. 
End substance is soluble in water, difficultly soluble in hydrophilic organic 
solvent and extn., from starting material may be carried out by dissolving in 
aq. soln. of salt such as guanidine salt at pH 5-7 and repptg. by adding 
hydrophilic organic solvent such as acetone or ethanol and fractionating out. 

Substance may be administered orally or by injection* 



CHOSEN- DRAWING: Dwg.0/0 



TITLE-TERMS: 

ANT I TUMOUR COMPONENT PREPARATION EXTRACT ANIMAL CARTILAGE AQUEOUS SOLVENT 
PRECIPITATION EXTRACT HYDROPHILIC ORGANIC SOLVENT 



DERWENT-CLASS : B04 



CPI-CODES: B04-B04E; B12-G07; 



CHEMICAL- CODES : 
Chemical Indexing Ml *01* 
Fragmentation Code 

M423 M720 M903 N161 N511 P616 P633 V600 V642 V814 
SECONDARY-ACC-NO : 

CPI Secondary Accession Numbers: C1984-039469 
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TI Sulfated polysaccharide 

IN Furuhashi, Tamotsu 

PA Seikagaku Kogyo Co., Ltd. 
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DT Patent 
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PI JP 45001444 B4 19700119 JP 19640807 <-- 

AB Manuf. of a polymer (I) contg. galactose, acetylglucosamine, and H2S04 in 
1:1:1-2 molar ratio is described. In an example, 1 0 parts 
***cartilage*** of whale is ***extd*** . with proteinase, NaOAc and 
EtOH added to the ext., the mixt. filtered, 95% *** a lc*** . added to 
the filtrate to make the ***alc*** . concn. to 80%, the mixt. kept in a 
refrigerator overnight, the ppt. washed with EtOH, Me2CO, and Et20, and 
dried in vacuo to give 0.05 part L 



® B*@*H*fr (JP) ® ft ft ti\ m 'A m 

© & m «F n 4k & <a) Bg59-39828 

®Int. CI. 3 f&5UI5^ ffftWm^ ©&m B8?n594F(1984) 3J!5B 

A61K 35/32 ADU 7138-4 C 

%W<V®L 1 

rare *m*. 



4 H) 



®m 




mt 






AJHtrAg*22— 1 










m m 




©ft 




m 


B357— 149750 






©tu 




m 


1057(1982) 8 £ 28 B 


®I6 w % 




©ft 


w 


% 






afeititi llj*Sfl495— 5 








2-13-11 


®m s a 




®i& 


w 


m 














ft^rfj^^BT 2 -11-2752 






©16 


w 


m 









i. « ■» «> ?, * &mmm&&n 

& «: -fr x •> * rfeHsttK-cttmLfclft, « * 
H- tf «tt W -ett W« L«>, = 

- ¥ + - * HL#Stt*« r-r a 2 ~ 3 o # 

fi^i^fco -ffcfc>t>* to^Sli. J: 
& III ftli HI #1 J: 0 v r- 3> ^ ift ft B 7 c d p 

(Carl i I age - Derived Factor ) & & ftt I £ {$ 



£ 18: to A -e * 6 £ 1* 5 a* t* 03 & # , # k * 
«S ic SI # -C * * > W 8 *fe # i 0 fcb M -f * k «* * 

/7-^/^ig*i&ft*Tp h s ~ i mm<o&i& 

# fc: J8 » t * c H 7 * r * ^ ^ / - /v ^? O 

X W 

# 7 ft 2 - 3 0 55oi^*^ltUit«it 
a 5 _ r * _ 4/(Eft^fiTi«- : o &B £ it ft it; <o$»£ 

@ ft-0E # * ; ft - t' 5 A* «£ ; & T* £ X ^ ft I* & * 
i ft: 6 o 



3 h k. Jl f* m «' W i- * 4"- J1& $k ft ' 4r * ^ 
* * L /k H- m W W *. W # tt Mt* «t> t? * 

u x 7 * i- y tii i ( 4 5 - 6 5 % ®. j£ it m ) 

l % & h it tz ft m * Az & £ * $ 4* c w at m L , 

18 5> fi!3 C ^> ^T- i*V 2 — 3 037)l£jt9*>ffi-f*i 

X *) tiH M L & i & & t & # -t * £ £ "C # i> o 

COX 5 K. U X f9 <b n Dlf & «fc & .ft It & Tft 
Oi^t 1 , * *T J# T' & 6 e ^^^O p HlU 
6 — 7 t'fci, 

* #6 W T- K fc 4tf » * « fS ftd £ uxfi!/llt 

s « it k n x * © * * & * tMt & ^ /x m flc * t 

<> k. ft n & rT * , & fl! ft m * ffif M L t ft 
g| $ J,-, * c H^^JL^Hi, 

* 16 91 1% tt > & f* * £ -C * * fc g« ffl * '> 



?*KIBS59- 33828(2) 

%m.m i 

^ fe - 0.1 M 6 - r S / - n - 
( P H 6.0 ) 2 £ 4» *t* f ► " ^k:J: o * * 
-f X L „ 4 CT 4 8ll$PHjJ!;j|(0^, 8 0 0 0 
r p m , 2 4 C ) it <D L ft Ji ± ffi K 7 

#t\,*X- » 80O0rpm f 20^(4C)5S*OU 
tfi UfftfO tT 2 05>ISt^^8 0 00 r pm , 

2 o#( 4 c )i^tfc 0 f^e»^fca«^s 0^ 

^>7A ^ tc L, %.ft*ic*f L.T* 4 c T4 8 
«* IW j» «r * ff t»\ 8l!fe«:i0llO<0 7.fe f y| 
*> ( a ) & # fc „ 

^<4A 3 4 M y 7 - / Jfii , 0.01 M» 

^U"/'>7 i /fflB|fi( E DTA 0.1M6- 

T 1 / -n-H-fv'Sf&C pH 6.5 ) 2 0 OI^K. 
^fi?L, 8000rpm20^(4C)iS^U^ 

&b*iti±m*. 1 .0 k?/«r^n£ET, Tc^ vlt 



$2 5> if- tt 3 o T) * I- fiK H «K ifi «i r x m — 3 o o j 

. 4' tfl t , »t *i ^ tft ^ ^ U . $ *=. , 2 . 0 ^ / «f 

IliFv at fif ^ K H: $3 # T lit 2 7S * ? 

|5i f U P 2 0J ^^U-Crt^C^^iitS 0^-2 

y/ pi ) (^nB-)RintfjiME(KHc ) * a * . 
*y: r» b 4- m w j* rr l . &&&mL 2 e « <o 3* f 4 

B ifi & M 4r f 5/ fc o 

icRfls-^^^c s m & ) <o &T ^ ^ ^ - 

- 1 8 oftfi«5«0Ba*^ML, mm I Lfc^. ^#4 

Mtkm ( I . R • ) *r#*, «jff A 4r SIS I k ^ L fc 0 

^ j Ki^-TJt 5^5t«A »tiJtll40 8.tt*r-a**ft 
*.ofcoic>f.t.t» w .it J: 0 *&& U fc|iCf4 B nft 



— -fix b & x v c tc *o \>* x y -* t * & S m 

ft ( Y. Ka to , Y.Nomura .M.Tsu j i ,H.Ohmae,M. Klnosh- 
I 1 a , S. Hamamoto and F.Suxuki " Cartilage— Dertv- 
ed Factor (CDF) 0 . 

Soma i o me din- Like Action on Cutured chodrocyies* 
Exp. Cell Res. vol, 132 P3 39— 3 47(1981)) 



pen 


n 


I ." R « 


A 


7 


- 2". 5 * 






ft 1 


B 


7 


56.0 »" 1 



WL'T P < 0.01 



Uf m w 2 

1r «ft 91 ft # 1 5 0 ? 1 M ^ 7 ^ i> *✓ J£ j& 0. I M 
6-7 i y-n-*^<» pH6.0 ) 1.5 B 

>1»t' i ^^-tX 0** Vt>f Xl/; p 4 C 4 8 
n IliJ $W<O&80 00 rpm, 2 0 # ( 4 C ) £ 
•6 L W h H tc J: ft!fK7*'h '/4rKilK4 6« & Hi 
L* o cFz o^ttHUfco i#;i»t' 8 0 0 0 r p 
m 2 0 # ( 4 C ) & *fc b f3 e> it A: ± fi? K: £ e> Kl 7 
* h X 4r ftl A % *?^^65« < fcL0CT20^& 
ift L 0 8000r pm2 0 # ( 4 t ) 4> & , 

*fLt 4 C T 4 8 8.V ft n & #? <D & OK & & & L fc o 
:jlV 2 0 0 *tff> 4 H ? T - i> s i&Wls O.OIM 
EDTA.O. m*-TiS-n-*-?**> r &( p H 

6.5 ) ic L.i.o. kf/crf finffiT, IftftflljBfil 
txm - 3 o oj cifflu, f# k fc rs n ®. & * 

i.s kt/of ftilHT, fiR^fjUaK TUP 2 oj fc 
&' fft L , ) 7 2 *0 O & 3* ( f* & D ) * f# fc D 

S 6 * £ ft it x 6iS% ( 7 a- y ft ) ^ W-T & o 



ff £ L fo o M" & $r ^ 3 K L fc a 
^ 3 







90 


6 1,6 


900 


82.6 


mm\ mm) 


0 



ti3 ftJfcMT 4r * A fif T V x & h K 

fcigfi±i#fc * 9 y *> ^jRUlic J: 0 g&ffc U <> 
«> -c & & * * ? - v + - -tr & & tt '* c - ^ u 

■ tt » 9 - V ft O 'tC fifr&&<0 2 5 m M h !> 

¥f&mmA * *> m & * & ft 



^838359- 39828(3) 

7G%ftVlf& : C 45.29 H 7.24-*, N 14.743* 
^ 9ft 4K ^ ^ ^ Y A> { K B r^ftllCjlfc&gfcR 

i CRflt^M * m$ ) v&TK* * * - 

d 2 * at & m * ic & /&? u & <> © ; ** x n m m 

^2 





) . 


R . 






D 7 


7 7 J« 2 




3/7 


* 2 : 


IC *J 




( 


n = 7 ) K. 



ft L X P < 0. 01 

e. £ **» a m s k a o 




3 a § * 



¥ * « & g» *s vmnt&ito . 

tav 4 d >- * 7$ ffi 01 

k as * & m <* w m * 

i /-o # , TiBSI^-^^-.tf « * * a. o> 



0 


( WH ) 


g • 29 


006 


9*19 


OS 













a 




* a * i 






2 # 



i- - c^^^iy© ( 4-^9 ) v <, ^ jtf a o i 

Mi* : Wit 

^#3**T:2»#SM ax > a/ ^ 4 ^ v flr « if # 

Xfl'fl M *J8 fZ't H '* 62*9* O : $ W # 8C * 



I0'0 > d iTft 



, * 0*99 


A 


a 


% S *Z - 


1 


V 


• a * 1 


a 





((186 i)i*e-eee<i z£fi°*'8»H ho 

,99>Xoojpoqo p»joioo uo uoijdv —ufpaai 0)VUfO$ 

-*U»<] -»8eitKVD , Mn«ns'j pu» o iouibujbh *S * »* ! 




-(hochu-4/sibh ei&8> 

Ye & HI Xh 5ffti»!»*l 
V » $ Q> (900 ) 



ar y ij* ft a* >.i*Mftttt 



IH 1' » « £ 



